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2007:1090703 HCAPLUS 
147:385718 

Preparation of phenol amines as [^-adrenergic 
agonists and muscarinic antagonists for disease 
treatment 

James, Kim; Jones, Lyn Howard; Price, David Anthony 

Pfizer Limited, UK 

PCT Int. Appl., 98 pp. 
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IS, IT, LI, LT, LU, LV, MC, MT, NL, PL, PT, RO, SE, SI, SK, TR, 
AL, BA, HR, MK, RS 



NL 2000537 
NL 2000537 
US 20070265303 
IN 2008DN07287 
KR 2008094957 
NO 2008004005 
MX 2008011963 
CN 101405260 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



NL 2007-2000537 

US 2007-725335 
IN 2008-DN7287 
KR 2008-722802 
NO 2008-4005 
MX 2008-11963 
CN 2007-80010148 
US 2006-784519P 
US 2006-803745P 
WO 2007-IB619 
CASREACT 147:385718; MARPAT 147:385718 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to compds . of formula I (wherein A = substituted 
phenol or hydroxyquinolinone ; B = (un ) substituted C6-C12 alkylene, 
alkoxyphenyl, etc.) and to processes for the preparation of, intermediates used 
in the preparation of, compns. containing and the uses of, such derivs. The 
compds. according to the present invention are P2 adrenergic receptor 
agonists and muscarinic receptor antagonists useful in numerous diseases, 
disorders and conditions, in particular inflammatory, allergic and 
respiratory diseases, disorders and conditions. Example compound II was 
prepared in 5 steps from an initial reaction to prepare di-tert-Bu 
( 9-bromononyl ) imidodicarbonate, which was subsequently reacted with 
4- (benzyloxy) -3- [ ( 1R) -3- (diisopropylamino) -1-phenylpropyl] benzaldehyde . 
In functional assays to measure muscarinic M3 receptor antagonist activity 
and (32 agonist activity, II had a Kl of 3.4 nM and an EC50 of 0.88 nM, 
resp . 

IT 950679-71-7P, N- [5- [ ( 1R) -2- [ [2- [ 4- [3- [3- [ ( 1R) -3- ( Diisopropylamino ) - 
1-phenylpropyl] -4-hydroxyphenyl ] propoxy] phenyl ] ethyl] amino] -1- 
hydroxyethyl ] -2-hydroxyphenyl ] methanesulf onamide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of phenol amines as p2-adrenergic agonists 
and muscarinic antagonists for disease treatment) 
RN 950679-71-7 HCAPLUS 

CN Methanesulf onamide, N- [5- [ (1R) -2- [ [2- [4- [3- [3- [ (1R) -3- [bis (1- 
methyl ethyl ) amino ] -1-phenylpropyl ] -4- 

hydroxyphenyl ] propoxy ] phenyl ] ethyl] amino] -1 -hydroxy ethyl ] -2-hydroxyphenyl ] - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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2005:395260 HCAPLUS 
142 : 447014 

Preparation of substituted phenoxy aryl amides as 
p2-adrenoceptor agonists for the treatment of 
COPD 

Box, Philip Charles; Coe, Diane Mary; Hobbs, Heather 

Glaxo Group Limited, UK 

PCT Int. Appl., 56 pp. 

CODEN: PIXXD2 

Patent 

English 
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PRIORITY APPLN. INFO.: 



OTHER SOURCE (S) : 



CASREACT 142:44701 



GB 2003-24654 
WO 2004-EP11952 1 
1; MARPAT 142:447014 



20031022 
20041020 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB Title compds. I [n = 1-3; m = 2-4; p = 0-3; Z = 0, CH2; Rl = H, alkyl, OH, 
alkoxy, etc.; X = alkyl, alkenylene; R2 = H, OH, alkyl, alkoxy, etc.; R3 = 
H, OH, alkyl, alkoxy, etc.; R4-5 = H, alkyl, etc.; R6-7 = H, alkyl] are 
prepared For instance, II is prepared in 8 steps from 

N- [5- (bromoacetyl ) -2-hydroxyphenyl ] methanesulf onamide, (S) -phenylglycinol , 
3- (bromomethyl ) benzonitrile and 4- ( 2-hydroxyethyl ) phenol . Representative 
compds. have a pEC50 > 6 for the p2-adrenoceptor . I are useful in 
the treatment of asthma or chronic obstructive pulmonary disease (COPD) . 
IT 851091-72-OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of substituted phenoxy aryl amides as p2-adrenoceptor 
agonists for treatment of COPD) 
RN 851091-72-0 HCAPLUS 

CN Methanesulf onamide, N- [ 2-hydroxy-5- [ ( 1R) -l-hydroxy-2- [ [2-[4-(4- 
phenylbutoxy) phenyl] ethyl] amino] ethyl] phenyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 
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0 0 



REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



2004:689254 HCAPLUS 
141:271005 

Long-chain formoterol analogues: an investigation into 
the effect of increasing amino-substituent chain 
length on the p2-adrenoceptor activity 
Alikhani, Vahid; Beer, David; Bentley, David; Bruce, 
Ian; Cuenoud, Bernard M. ; Fairhurst, Robin A.; Gedeck, 
Peter; Haberthuer, Sandra; Hayden, Claire; Janus, 
Diana; Jordan, Lynne; Lewis, Christine; Smithies, 
Kirsty; Wissler, Elke 

Novartis Horsham Research Centre, West Sussex, RH12 
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5AB, UK 

SOURCE: Bioorganic & Medicinal Chemistry Letters (2004), 

14(18), 4705-4710 

CODEN: BMCLE8; ISSN: 0960-894X 
PUBLISHER: Elsevier B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(S): CASREACT 141:271005 

AB The synthesis of a series of long-chain formoterol analogs in which the 
terminal ether residue of the p-phenethylamino-substituent has been 
extended beyond the Me ether residue present in the parent compound are 
described. Evaluation of these analogs as p2-adrenoceptor agonists 
was used to provide an insight into the factors controlling the magnitude 
and duration of receptor activation. 

IT 757241-14-8P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(effect of increasing amino-substituent chain length on 
(32-adrenoceptor activity of long-chain formoterol analogs) 
RN 757241-14-8 HCAPLUS 

CN Formamide, N- [ 2 -hydroxy- 5- [ ( 1R) -1 -hydroxy- 2- [ [ 2- [ 4- ( 3- 

phenylpropoxy) phenyl] ethyl] amino] ethyl ] phenyl ] - (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 29 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003:875242 HCAPLUS 
139:364681 

Preparation of phenethanolamine derivatives as 
(32-adrenoceptor agonists 

Box, Philip Charles; Coe, Diane Mary; Looker, Brian 

Edgar; Procopiou, Panayiotis Alexandrou 

Glaxo Group Limited, UK 

PCT Int. Appl., 99 pp. 

CODEN: PIXXD2 

Patent 

English 
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OTHER SOURCE(S): MARPAT 139:364681 

GI 




AB Phenylethanolamines I [R, Rl = H, alkyl; R2 = (un) substituted Ph; Z = O, 
CH2; m = 2-4; n = 1-4] were prepared for use as P2 adrenoceptor 
agonists in the prophylaxis and treatment of respiratory diseases (no 
data) . Thus, the phenylethanolamine II was prepared from 
4-PhCH20CH2CH20C6H4CH2CH20H in a multi-step synthesis. 
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CN 1, 3-Benzenedimethanol, 4-hydroxy-al- [ [ [ 2- [ 4- ( 4- 

phenylbutoxy)phenyl]ethyl]amino]methyl]-, (alR)- (CA INDEX NAME ) 

Absolute stereochemistry. 
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